Online supplementary file 7: Subgroup analysis

A Quality of life: physical component summary

A-1 Rehabilitation practice in ICU (ICU rehabilitation before

before randomisation)

randomisation vs No ICU rehabilitation

Experimental Control $td. Mean Difference $td. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
7.1.1ICU rehabilitation
Jones 2003 49 N 58 48 28 44 248% 0.03[-0.36,0.43] Z003 i —
Cuthbertson 2009 398 945 102 401 17 110 41.0% -0.03 [-0.30,0.24] 2009
Walsh 2015 | 16 g4 3315 80 34.8% 0.32[0.01,063] 2014 412_'7
Subtotal (95% Cl) 244 234 100.0% 0.11 [-0.11, 0.33]
Heterogeneity: Tau®= 0.01; Chi*= 284, df= 2 {P=0.23); F= 32%
Testfor averall effect Z= 095 (F=0.34)
7.1.2 No ICU rehabilitation
Elliot 2011 426 10 V6 433 B8 85 100.0% -0.07 [-0.38,0.24] 2011 1_—
Subtotal (95% Cl) 76 85 100.0% -0.07 [-0.38, 0.24]
Heterogeneity: Mot applicable
Test for averall effect Z=0.47 (F=0.64)

: 0.5 1

Testfor subaroup differences: Chi*= 087, df=1 P =038, F=0%

A-2 The timing of the commencement of the intervention
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(in hospital vs after hospital discharge)

Experimental Control $td. Mean Difference $td. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
8.1.1 In hospital
Jones 2003 49 N 58 48 28 44 248% 0.03[-0.36,0.43] Z003 e L —
Cuthbertson 2009 398 945 102 401 17 110 41.0% -0.03 [-0.30,0.24] 2009
Walsh 2015 | 16 g4 3315 80 34.8% 0.32[0.01,063] 2014 412_'7
Subtotal (95% Cl) 244 234 100.0% 0.11 [-0.11, 0.33]
Heterogeneity: Tau®= 0.01; Chi*= 284, df= 2 {P=0.23); F= 32%
Testfor averall effect Z= 095 (F=0.34)
8.1.2 After hospital discharge
Elliot 2011 426 10 V6 433 B8 85 100.0% -0.07 [-0.38,0.24] 2011 1_—
Subtotal (95% Cl) 76 85 100.0% -0.07 [-0.38, 0.24]
Heterogeneity: Mot applicable
Test for averall effect Z=0.47 (F=0.64)

: 0.5 1

Testfor subaroup differences: Chi*= 087, df=1 P =038, F=0%
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A-3. The intervention duration (eight weeks or less, and over eight weeks)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% Cl
9.1.1 Eight weeks or less
Jones 2003 445 A 58 45 28 44 384% 0.03 [-0.36, 0.43] 2003
Elliot 2011 426 10 V6 433 88 85  A1.6% -0.07 [F0.38,0.24] Z011
Subtotal (95% Cl) 134 129 100.0% -0.03 [-0.28, 0.21]
Heterogeneity: Tau®= 0.00; Chi*=0.18, df=1 {P = 0.67); F= 0%
Testfor averall effect Z= 027 (F=0.75)
9.1.2 Over eight weeks
Cuthbertson 2009 398 495 102 401 117 110 1000% -0.03 F0.30,0.24] 2009 i
Subtotal (95% CI) 102 110 100.0% -0.03 [-0.30, 0.24]

Heterogeneity: Mat applicable
Test for averall effect Z=0.20 (F=0.84)

Test for subgroup diffierences: Chi®= 0.00, df=1 {P=0.498), F=0%
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B Quality of life: mental component summary

B-1. Rehabilitation practice in ICU (ICU rehabilitation before randomization vs No ICU rehabilitation

before randomization)

Experimental Control $td. Mean Difference $td. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
10.1.1 ICU rehabilitation
Jones 2003 63 14 58 B3 13 4 M 0% 0.00-0.39,0.39] Z003 E—
Cuthbertson 2009 447 142 102 452 12 110 445% -0.04 [F0.31,0.23] 2009
Walsh 2015 43 14 g4 43 15 80 34.8% 0.00-0.31,031] 2014 ¥
Subtotal (95% Cl) 244 234 100.0% -0.02 [-0.20, 0.16]

Heterogeneity: Tau®= 0.00; Chi*=0.04, df= 2 {F = 0.98); F= 0%
Testfor averall effect Z= 018 (F=0.85)

10.1.2 No ICU rehabilitation
Elliot 2011 46.3 151 TE 478 1345 85 100.0% -0 042, 0200 2011 1—
Subtotal (95% Cl) 76 85 100.0% -0.11 [-0.42, 0.20]

Heterogeneity: Mot applicable
Test for averall effect Z=0.71 (F=0.48)

1 0.5 0 0.5 1
. . Favours [control] Favours [experimental]
Testfor subaroup differences: Chi*= 027, df=1 (P =060, F=0%

B-2. The timing of the commencement of the intervention (in hospital vs after hospital discharge)

Experimental Control $td. Mean Difference $td. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
11.1.1 In hospital
Jones 2003 63 14 58 B3 13 4 M 0% 0.00-0.39,0.39] Z003

Heterogeneity: Tau®= 0.00; Chi*=0.04, df= 2 {F = 0.98); F= 0%
Testfor averall effect Z= 018 (F=0.85)

11.1.2 After hospital discharge

Elliot 2011 46.3 151 TE 478 1345 85 100.0% -0 042, 0200 2011
Subtotal (95% Cl) 76 85 100.0% -0.11 [-0.42, 0.20]
Heterogeneity: Mot applicable

Test for averall effect Z=0.71 (F=0.48)

S R
Cuthbertson 2009 447 142 102 452 12 110 44.5% -0.04 [0.31,0.23] 2009

VWalsh 2015 43 15 84 43 15 B0 345% 0.00 F0.31,0.31] 2015

Subtotal {95% CI) 244 234 100.0% -0.02 [-0.20, 0.16]

1 0.5 0 0.5 1
. . Favours [control] Favours [experimental]
Testfor subaroup differences: Chi*= 027, df=1 (P =060, F=0%

B-3. The intervention duration (eight weeks or less, and over eight weeks)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% Cl

12.1.1 Eight week or less

Jones 2003 63 14 58 B3 13 44 384% 0.00-0.39,038] 2003
Elliot 2011 46.3 151 TE 478 1345 85 B1.E6% -0 042, 0200 2011
Subtotal (95% Cl) 134 129 100.0% -0.07 [-0.31, 0.17]

Heterogeneity: Tau®= 0.00; Chi®= 019, df= 1 (P = 0.6GY; F= 0%
Test for averall effect Z= 055 (F = 0.58)

12.1.2 Over eight weeks

Cuthbertson 2009 447 142 102 452 12 110 1000% -0.04 [F0.31,0.23] 2009
Subtotal (95% CI) 102 110 100.0% -0.04 [-0.31, 0.23]
Heterogeneity: Mat applicable

Test for averall effect Z=0.28{F=0.75)

1 |

0.5 i 05 1
) ) Favours [control] Favours [experimental]
Test far subgraup differences: Chi*= 003, df=1{F =087, F=0%

We converted median (inter quartile range) of QOL score in Walsh’s study to mean (standard deviation).



C Long term mortality
C-1. Rehabilitation practice in ICU (ICU rehabilitation before randomization vs No ICU rehabilitation

before randomization)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
5.1.1 ICU rehabilitation
Jones 2003 5 69 5 57 17.7% 0.83[0.25, 2.71] 2003 -1
Cuthbertson 2009 6 143 7 143 221% 0.86 [0.30, 2.49] 2009 - "
Walsh 2015 16 120 16 120 60.2% 1.00[0.52, 1.91] 2015 T
Subtotal (95% CI) 332 320 100.0% 0.93 [0.57, 1.54]
Total events 27 28

Heterogeneity: Tau? = 0.00; Chi> = 0.11, df = 2 (P = 0.95); I = 0%
Test for overall effect: Z = 0.27 (P = 0.79)

5.1.2 No ICU rehabilitation
Elliott 2011 8 o7 3 98 100.0% 2.69[0.74, 9.85] 2011 —t
Subtotal (95% Cl) 97 98 100.0% 2.69 [0.74, 9.85] ~

Total events 8 3

Heterogeneity: Not applicable
Test for overall effect: Z =1.50 (P = 0.13)

I t t
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Favours [experimental] Favours [control
Test for subaroup differences: Chi2 = 2.23, df =1 (P =0.14), 1= 55.1% fexp 1 [ ]

C-2 The timing of the commencement of the intervention (in hospital vs after hospital discharge)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
7.1.1 in hospital
Jones 2003 5 69 5 57 17.7% 0.83[0.25, 2.71] 2003 -
Cuthbertson 2009 6 143 7 143 22.1% 0.86 [0.30, 2.49] 2009 I
Walsh 2015 16 120 16 120 60.2% 1.00[0.52, 1.91] 2015 T
Subtotal (95% CI) 332 320 100.0% 0.93 [0.57, 1.54]
Total events 27 28

Heterogeneity: Tau? = 0.00; Chi?2 = 0.11, df =2 (P = 0.95); I? = 0%
Test for overall effect: Z =0.27 (P = 0.79)

7.1.2 after hospital discharge

Elliott 2011 8 97 3 98 747% 2.69 [0.74, 9.85] 2011 ——
McDowell 2017 0 30 1 30 253% 0.33[0.01, 7.87] 2017 =

Subtotal (95% CI) 127 128 100.0% 1.59 [0.27, 9.45] e
Total events 8 4

Heterogeneity: Tau? = 0.67; Chi? = 1.44,df =1 (P =0.23); I?=31%
Test for overall effect: Z=0.51 (P = 0.61)

0.01 0.1 10 100

Favours [experimental] Favours [control
Test for subaroup differences: Chi? = 0.31, df = 1 (P = 0.58). I = 0% fexp ] [ ]



C -3. The intervention duration (8 weeks or less, and over 8 weeks)

Experimental Control

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
9.1.1 8 weeks or less

Jones 2003 5 69 5 57 48.2% 0.83[0.25, 2.71] 2003

Elliott 2011 8 97 3 98 42.6% 2.69[0.74, 9.85] 2011 T—
McDowell 2017 0 30 1 30 9.2% 0.33[0.01, 7.87] 2017

Subtotal (95% CI) 196 185 100.0% 1.26 [0.47, 3.38] ~ il

Total events 13 9

Heterogeneity: Tau? = 0.16; Chi? = 2.49, df = 2 (P = 0.29); I = 20%
Test for overall effect: Z = 0.45 (P = 0.65)

9.1.2 over 8 weeks

Cuthbertson 2009 6 143 7 143 100.0%
Subtotal (95% CI) 143 143 100.0%
Total events 6 7

Heterogeneity: Not applicable
Test for overall effect: Z=0.28 (P = 0.78)

0.86 [0.30, 2.49] 2009
0.86 [0.30, 2.49]

= -

I t }
0.01 0.1 10

100
Favours [experimental] Favours [control]
Test for subaroup differences: Chi? = 0.27. df =1 (P = 0.61), I? = 0%
C-4 Treatment frequency (fewer than 5 times/week vs 5 times/week or more)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% Cl
10.1.1 fewer than 5 times/week
McDowell 2017 0 30 1 30 100.0% 0.33[0.01, 7.87] 2017 .
Subtotal (95% CI) 30 30 100.0% 0.33 [0.01, 7.87]
Total events 0 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.68 (P = 0.50)
10.1.2 5 times/week or more
Jones 2003 5 69 5 57 52.5% 0.83[0.25, 2.71] 2003
Elliott 2011 8 97 3 98 47.5% 2.69[0.74,9.85] 2011 }
Subtotal (95% CI) 166 155 100.0% 1.45[0.45, 4.62]
Total events 13 8
Heterogeneity: Tau? = 0.30; Chi?2 = 1.75, df =1 (P = 0.19); I =43%
Test for overall effect: Z = 0.63 (P = 0.53)
0.01 0.1 10 100
. . Favours [experimental] Favours [control]
Test for subaroup differences: Chi? = 0.73. df = 1 (P = 0.39). I? = 0%
C-5 Type of control (no intervention and usual rehabilitation)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
11.1.1 no intervention
Jones 2003 5 69 5 57  31.0% 0.83[0.25, 2.71] 2003
Cuthbertson 2009 6 143 7 143 38.6% 0.86 [0.30, 2.49] 2009
Elliott 2011 8 97 3 98 26.0% 2.69[0.74,9.85] 2011 T
McDowell 2017 0 30 1 30 4.4% 0.33[0.01, 7.87] 2017
Subtotal (95% CI) 339 328 100.0% 1.10 [0.57, 2.12] -
Total events 19 16
Heterogeneity: Tau? = 0.00; Chi? = 2.82, df =3 (P = 0.42); = 0%
Test for overall effect: Z = 0.27 (P = 0.79)
11.1.2 usual rehabilitation
Walsh 2015 16 120 16 120 100.0% 1,00 [0.52, 1.91] 2015 t
Subtotal (95% CI) 120 120 100.0% 1.00 [0.52, 1.91]
Total events 16 16
Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
I t t |
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Test for subaroup differences: Chi2 = 0.04, df = 1 (P = 0.85), 12 = 0%

Favours [experimental] Favours [control]



